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(1) BIEEDXR), IERRUMIR
o & * o e F o Y T P8
- 2.5mg JG] 5mg [JG] 10mg [JGI
. EiE0 EIE0 EIE0
S TN TA—T 4 T8 | TV AA—T 4 VT8 | T4 —T 1 VT8
-
- = —
R & & B : 6.6 B 8.1 B :10.2
(mm) BX:3.2 Bx 4.3 BX:54
2l =
(mg) 106 211 417
R o= & 7+ P OD 8 *+ 5 Y OD $E TP OD 8
- 2.5mg JG] 5mg [JG] 10mg [JG]
& - A HEDRIE HEDRIE EHEDRNE
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ot ig @ — U @
K ox & o5 B : 6.5 B : 8.0
(mm) Ex 96 Bx:24 B 3.7
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(mg) 80 100 200
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« TP UEE 2.5mg [JG)
SERIAE - A 25 IG

- T Y8 bmg [JG)
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 IZHEUEE 10mg [JG)
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- I 7Y 0D #E 2.5mg [JG]
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- £S5 9 0D $E 2.5mg [JGI. 45 >¥E> 0D #t 5mg [JGl. 5 >¥E> OD #t
10mg [JG]
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6»A% | Ea HE e e e 97.2

(DBEEDT 4 VAT —T 1 T8 TH b,

Q) WEEI7ax F 757 4 —  BRBEEREOEEBRO A Z P O E— 7 ORFEFREIE—
BU. Fz. ZO—HU7zE—=7 DENRINARY M EKET 2L E, B—KEDEZ
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1 5% | @& | 008 | BR | BR | 0.10 | 0.06 | 027 | Fma™ | 1009 | (Ef
K | il B9)
B | e 45.6
@8E | 2% | @a | 009 | BR | BR | 010 | 0.06 | 0.20 | Fma | 1003 | (Eft
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P2 )] (2) 3 4) )

FERBRLa R #e | 0.01 ﬁifg 0.02 | 0.02 | 003 | 011 | #&& | 1016 | 80

2 BRIk #e | 0.01 | 0.01 | 001 | 0.03 | 0.02 | 0.10 | #&& | 101.8 | 61
1 » A% @& | 0.02 | 0.01 | 0.01 | 0.04 | 0.02 | 0.10 | ®E& | 1016 | 63
2 n A% #& | 005 | 0.01 | 0.01 | 0.06 | 0.04 | 017 | #&& | 100.1 | 65
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BHITRINZ R Do

(3) EREME . HARBROA Z PN T 2 RERHA (RRT) £ 0.24 XU RRT £
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7o BRYEOEGEEIL 1.0%UTTh 5,
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cEPRE . PTP > — b
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6 A% | wa e B 100.2 89.9

(DOBEEDT 4 )VLa—T 1 YV ITEETH 5
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ERER DA Z P E T D RERE (RRT) #0.24 %O RRT #J
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B | et 66.7
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B | e 72.2

@ | 2 »B% | Ea | 009 | BR | BR | 010 | 0.07 | 0.30 | @& | 1001 | G
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B | e 71.0

3»A% | e | 011 | BR | BR | 011 | 0.04 | 0.30 | @&* | 1005 | (=

Kl | il H0)

07 | ga .
Ix + hr (= 0.02 | 0.01 | 0.01 0.06 | 0.03 | 0.18 EAE 101.2 | 84.0
07 | s | 002 | 002 ] 001 | 008 | 002 |023| @& |1012| 790
@ﬁlﬁ IX . hr = . . . . . . = . .

120 5 75.0

#W& | 0.03 | 0.02 ] 0.04 | 0.10 | 0.03 | 0.42 =Y 100.6 | (&1t
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(2) e : HENERDA Z P E T g SN RERE (RRT) #0.24 XU RRT 9 0.97
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2 SR SISV R ARSI D AT R + 1 0% DREBHIC 5 B
(2) {2 DYz
BRI I 50 T, BRI TIGWE IR + 1 5% DR Z 8 A
2HDH 12 Eh 1 HUTFT. +25%DEFEEBZ DA,

(1) “FEEHE
FRHERIAI OB R D) 60% K%V 85% & 72 @247 2 BT
WT, SBREA DB H R AR HERIAI O EYE R £ 1 0% D &
50 pH6.8 DD, XiZ 12 BEBOER 50 U ETH Do
(2) fEl % D=
BRASHEIRIFRICH N T, BEBRERA| D FIEHER £ 1 5% D&M 2B A
25D 12 EF 1 BT T, £25%DEHHEHZHBZ %S DHIRN,

(1) Pt
ERERA O TAELIEA 40%R U 85%FHEDMEL12 2 B hL)
T, BRSO IS L S B O) VS s £ 1 0% DA |
x D, X 12 BEOMER 50 Dl ETH 5,
(2) {82 DiEHE
BALLEFIC B T, SRR TGS + 1 5% 282
2072 12 5 1 EUTC. £25%0BEEEA S 5OHE,

(1) PHEHR

SKERBUAIAS 15 5 DIPICT4S 85%LI EEHId 27, i 15 5yicssid
100 H6.8 2 BRI D SIS R A SUE D VS H 2R + 1 0% DEIFRIZ 2 Do
PHO-S - (9) B Dy
BRIz BT, SBRBIHI ) TV IR + 1 5% D& 248 %
2507 12t 1 AU T T. +25%NEEAEEZ 55 DARN,

pHS5.0




- FBRIGR

(50rpm. pH1.2)

(50rpm. pH5.0)

120 120 .
100 + .8 ° o ° 100 L
g 80 @ 80 -
o 60 Q 60 -
3 40 —o— 45 ¥V 8E10mglJG 3 40 + o F5¥Y5E10mglJG)
s 20 e EEMESNE (5 Y 3E5mglIG)) oo | e MMM (5 P 4E5mglIG))
0 : : ‘ ! 0 : : : !
0 15 30 45 60 0 15 30 45 60
B (59) B (49)
HERETHD 15 DB\ T, RBEFHFE | HEHFSETHD 15 DB\ T, HBREFIHFE

1 85%LA EEH L THD. A1 FF1 D4
EREITEG LT,

3 85%LA HEH L THO. A1 FF1 D4
TERMEITHEG LTz,

(50rpm. pH6.8)

120
100 +
K 80 ¢
w 60
{Egl 40 - —o— *5 VYL 4E10mglJG)

920 L —e— FEERA] (5 ¥ $5mglJG))

0 ‘ ‘ ‘ |

0 15 30 45 60

I (59)

(50rpm. 7K)

120 .
100 |
380 ¢

N

o FTHL510mglJG)
e EMEMIE (5 F5E5melJG))

60 120 180 240 300 360
Wi (93)

HERRTHS 10 7RO 15 2B N T, &
BRELA DS IVE H R DT HERIF D SFIGE =R
+10%DEHEICH D A FT4 > DYIEEE
cZi@ébon

HIEERTHS 15 KU 90 TizHn T, =
ER BRI 0D SEFE H R HE BRI O SE B HE
+10%D&EHEIZH D, /71 RTA1 > DHEEE
Ki@é bf:o

(100rpm. pH6.8)

120 -
100 +
L 80 ¢+
M 60
3 40 | —o0— F T HFE10mglJG)
s 20 | —e— BRI (5 Y 5mglIG))
O | | | |
0 15 30 45 60
B (99)
HIEBEF R TH D 15 7ITHWN T, RBREHEI N

3 85% U EEHL THO. A1 FTA VDA
ERMEITHET LTz,




BHEHOREMEOHIE (HEHR)

o FEHE (%)
EE e : :
. SRERVG i P RHERIA ARk A HIE
pm) | °© S YL T o
pm (min) CFZ>YE 8 bmg | (7P EVHE 10mg
[JGD [JGD)
pH1.2 15 96.8 95.4 e
pH5.0 15 89.4 86.1 e
10 71.6 69.0
50 pH6.8 e
15 84.2 81.1
15 443 42.8
K BE
90 84.4 82.5
100 pH6.8 15 96.2 96.7 BE
BHEBHOEFEMEOHE (HL DELE)
L HIE B2 DEHE (%) SEEEHER L DE
(rom) | PR 53 HIE
pm (min) B/ME~BKIE +15%# | £25%#
pHI1.2 15 93.7~97.7 0 & 0 & e
=0 pH5.0 15 83.6~91.6 0 & 0 & BE
pH6.8 15 78.2~84.2 0 & 0 & BE
7K 90 79.8~84.9 0 & 0 & BE
100 pH6.8 15 95.9~97.6 0 & 0 & BE
]

BRI & FERA OB HES ORSEMZHE L2 L 25, WINOHEBEFITEWTE B8
PR LEOBERADOEMFRIEEMFEBEST A BT+ 2] OHERETHESL THz,
PEX O, MBEANIENZRICEEF & ARSI NI



F 27> Y2 0D # 2.5mg [JGI 2

[BREERROEZRREEHET 1 R T4 EFO—HREIIONT 2 SGENEL LR
O ESE DL NESEERER ST 1 N o1 (248 2H29H FEHEEH 0229% 10
)] IR,
- REHESRUA - 4 A OD $§ bmg [JG)
« MLFAFEIKYE © B KYE

HESE | HAEFTS —RaEBEEHEEE OSYFIUER)
pH1.2 | BAEEY BHHARS 1K
o pH5.0 | 7z Mcllvaine DEEWR
. [Ol#r%/aBRK | S50rpm — -
alBRsR pH6.8 | BAREET BEHFARS 2 )
K BAREET BEK
ABRRE  900mL  EBREO% : 12 Xv v
INE | A7 O T 5T 4 —
- HIERHE
OHEEL | s R
(rpm) BRI e B HE
pH1.2 | (1) HIEHR
ABREAIDY 15 7 DAITT 85% A EIEH T D0 X 15 3Tk
2 BRI DS IE HEEHDPMEHERF DFEHE £+ 1 0% DEHITH 5,
pH5.0 | (2) fERD¥EH=K
B LRI RRUT BN T, FBRES| D EE R £+ 1 5% D& 2 8 2
pH6.8 5600 12 % 1 EUT T, £25%DEHHFZEZ 55 DN,
50 :
(1) P
ERERIA DSIFEHER DK 60% 5V 85% & 72 7z 2 FriTH
W, SREREAI D IGE HRDERERIA O S IIIE =R £ 1 0% D &
7K IZdH B, XiE 2 B D ED 50 DI ETH %,
(2) fE& DEHE
B HIREF RIT BN T, FBREA D IEHIER £ 1 5% D& 2 8 2
5600 12 8% 1 EUT T, £25%D#EHHEHZEZ 55 DR,
© EBRIGR
(50rpm. pH1.2) (50rpm. pH5.0)
120 120
100 ¢ 8 o ° 100 + s . o
3 80 L @ 80 I
~ 60 | —~ 60 +
Eﬁa 40 + —o0— # 5 ¥ 0D§E2.5mgl JGI ?;[ 40 | 745 >4 0D§E2.5mglJG)
* 20 —e— IEEEBA] (5 4> OD§E5mglJG) s 20 + — e EMERIA (5 4L 0D§5melJG)
‘ ‘ ‘ 0 ‘ ‘ ‘
0 0 5 10 15 0 5 10 15
B (5) IR (57)
HERRTH D 15 DTHNT, HBREFINFE | HIERRTH D 15 7B NT, HEREHE D
3 85% U EEHLTHO. 4 FIA D |35 85% U EEHL THO. A1 FIA DA
EEEEITEA L. ERMEITHEA LT,




(50rpm. pH6.8)

(50rpm. 7K)

120 - 120

100 | 100 | . R . Y
s 80y 80 |

a 60 | ~
5 40 % O
i 00 | 45 ¥ ODH25mel JG) i@ 40 +f oy ¥ oDs25melIG)

0 — e EHEHA (5 Y ODSE5mglIG)) 20 —e— FHERYA (529> OD§E5mglJGI)
‘ ‘ ‘ 0 ‘ ‘ ‘ ‘
10 15 0 30 60 90 120

HERETH D 15 BT, HERBE A
3 85%LL s LTHD . A1 RI1 D
EEEICEE LTz,

HERRTHS 10 7 K0 30 iz, 3
BR IR D SV HER D ERESIF O SEE R
+10%DEHIZH D . HA FT1 > DOHIEEHE
IZEE U7z,

BEHEEDORIEMEDHE (FIEEHE)

. SEAEHE (%)
— NS
DR | e | b G ] BRI Yz
( ) — N0 — N
rpm (min) +Z %> 0D & 7P 0D &
5mg [JGJ) 2.5mg [JG))
pH1.2 | 15 99.3 99.8 G
pH5.0 | 15 100.5 99.9 G
50 | pH68 | 15 99.6 99.8 G
10 64.7 67.8
K e
30 87.6 87.7
EHEBORSIEOUE (B4 DRI
- HE | EROWEHE (%) T L D7
o | BB | B e
pm (min) B/IME~ AT +15%H8 | +25%78
pH1.2 15 97.2~102.2 0 & 0 f& =1
e | PHSO | 15 97.3~103.5 0 1@ O | @&
pH6.8 | 15 98.6~101.8 0 1@ O | @&
7k 30 85.8~88.8 0 18 O | @&

B & EERFI OB HEBORSEMEZHE L2 L 25, WTNOFEBRFIIEWTE B8
MR RO BETREA O EMLREEESARA 1 BT 1 2] OHEREITES L T\,
PIEX D, mEANSENFRICEE & ARSI,



FZ>HE¥> 0D $ bmg [JG] 22

[RAEEERBOEMFRIFFETBR T BT A LV FD—ERERDONT (Fk24F2H29H

REEH 022956 10%) ] IT#D,

B | HAREFS —EaBREEHasRE OSNUE)
pH1.2 HAEFS BHES 1K’
o pH5.0 | #»7z Mcllvaine DEER
) [OlEs£/#3BK | S50rpm — —
BRSE pH6.8 HAEES BHERSE 2’
7K HAEFS BEK
AEEE  900mL  EEREE : 12 Xv )b
I | RiEZ7ax NI T T 4 —
- HIEEHE
s | s e
pH1.2
o | PHO0 | stmrsianss 15 53 UPNICT 85%LL LT B0, i 15 5112 H1) 55,
pH6.8 EREUH DSV HER AMEHERIR D SEITEHE D £ 1 5% D& 12 H Do
7K
(50rpm. pH1.2) (50rpm. pH5.0)
120 120
100 s * 100 -
;\3 80 ;\B 80
~ 60 | o 60 F
% 40 —o— F 7 ¥ OD#E5mgJG) 15"]'\3 40 | —o— %7 ¥ OD§E5mglJG)
ku 20 | — e HEEERF (CIRENAESE, Smg) oo L —e— RIERA (QREPIHESE. Sme)
0 : : ! 0 ‘ ‘ ‘ ‘ ‘ ‘
0 5 10 15 0 5 10 15 20 25 30
BERS (4)) B (99)
HIERFRTH D 15 7FITHWN T, HEBREFINFE | HERRTHD 15 7128\ T, HBREFHF
3 85%L EEHLTED., /71 T4 D | 15 85%ULBEHLTED., A1 RI1 2 DH
EEEIEEG L=, TEEHEIEE LTz,




(50rpm. pH6.8)

(50rpm. 7K)

120 - 120 -

100 + ° o ° 100
% 80 + L 80
w 60 s 60 |
gg[ 40 | —o— 47> ¥ L ODHiSmg G aa 40 | o 45 OD§E5mElIC)
20 | —e— BRRA (DREFRERSE. Sme) S 20 e A (CEEPIESE. Smg)

0 — 0 ‘ ‘ ‘ ‘
0 5 10 15 20 25 30 0 0 60 90 120
BRI () BRI (59
HERRTHD 15 DTN T, HEBREFINFE | HIERR TH D 15 FITHWN T, HABREFIDFE

1 85%LA EEH L THD. A1 FF1 D4
EREITEG LT,

YA HERDMEHERIA D EIEHERD £ 1 5% D#i
ENTHD. HA1 T4 > DOHEREITEEGL
tibl/) 7':‘_'0

BEHEHOFELMEOHIE (HIEHR)

A (%)

B | i p——

(rpm) | PR | R | _ BB 5
g (min) | (oppyssEse, smg) | 7L #OmE

‘ 1JG)
pH12 | 15 101.0 99.3 e
| P50 | 15 99.7 100.5 e
pH68 | 15 100.8 99.6 e
K 15 91.7 752 ol

© fdiam

EREA CARERF OIGE N2 R L7 & 25, 3ER&H pH1.2. pH5.0. pH6.8 (3#%E
BEETHEG LM, KTIHEREITEE L BT, L., EMENREEHBRST 1 K51
ANTEWT, [FRABRIC X DM DHER. EMFENCEETHD L 2B KT 2bD TR
W] EEEEHIN TN D, HBREAIDELZES I, FERAIOBELEH CELIL Than EHES
NI, FNEMEE 2R L7z & 25, mEFOEMZRIEEEH MR SNz

[VI. #EVEREICEEY SIEE -1. MHREOHER - HIER(3)ERKRFER TR S N7z MHRE
DIESE



F 2> %> 0D # 10mg [JG] 29

[BREREROEZHREEHET T R T4 FO—HREIIONT Flif 2 SGENEL LK
OEREA OEMZNREERBET A FF1 > (P24 F2H 298 EAFEK 0229% 10
)] IS,
- REHESUA . 4 A OD $8 bmg [JG)
< AUTZREEIKHE ¢ A JKYE

HE A | OAZES —BaRBREEHRRE (SRR
pH1.2 | BXEES BHHARSE 1K’
o pH5.0 | 7z Mcllvaine DEER
. [Ol#r%s/alBR | S50rpm —
RBRSRAE pH6.8 | BAEES BHAERSE 2’
7K HAZERFH BRK
HEEWE . 9O00mL  HEEEE : 12 Xvb)L
S | Wk Ov TS5 T 4 —
. TR
FEE | ppny e s
(pm) | PR | e
1o | (D TFEHE
pHiL. SHERBUHI A 15 9 DANITEY 85% L FEHIT 2, Xid 15 9rick
T 2 EREREIHI 0D AV H SR AMEHE BRI ) EASVE 2R + 1 0% D & 12
pH5.0 %o .
(2) & DY
ARV EIZ B T SREBASUAI D AV R + 1 5% D& 278 %
" pH6.8 250N 12 EH 1 EUTT. +25%DEMAEBZ 25 DI

7K

(1) HIEH=R

(2) & DEHIE

ERHERIA OGIEHERLNT 60% KT 85% & 72 5@ 273 2 R H
W, FREREH OIS R DVERHERIF O ¥E R £ 1 0% D &
ZH2m, XiF 12 BEBDOENR 50 U ETH Do

BRI RUIC BN T, EBREA O FIEH R+ 15% D&M 28 A
2HDMW 12 fEF 1 BT T, £25%DEHZBA 25 DR,




- FBRIGR

(50rpm. pH1.2)

(50rpm. pH5.0)

3 85%LL FEH L THO. A1 FIA4 DA
ERMEITHET LTz,

120 120 .
100 100 - R . .
5 00 W o |
3 40 \ 3 40 N
Ko —o— # 7 ¥ OD#E10mglJG) el 20 —o— 47 ¥ OD§E10mglJGI
20 | /' e mmm (+524E>ODSSMElIG) [/ —e— HEEWAl (7L ODs5MEIG))
0 ‘ ‘ ‘ 0 ‘ ‘ ‘
0 5 10 15 0 5 10 15
B (5) B (499)
HERRTHD 15 7ITHNT, HEBREFINE | HIERRTHD 15 7ITHNT, HEREI D

3 85%LL FEH L THO. A1 FIA DA
TERMEITHEET LTz,

(50rpm. pH6.8)
120
100 +
80 L
60 |
40 Lo 5 ¥ oDsil0mglJG)
20 e @A (5 Y ODS5mglIG))

BEHE (%)

0 5 10 15
i (99)

(50rpm. 7K)

120 -
100 | -
380 |
o 60
340 - e
xa —o— # 7 ¥ OD#10mglJG]
20 e mmEmm (r3 ¥ OD#5mElIG)
0 ‘ ‘ ‘ ‘
0 30 60 90 120

e (57)

HIERETH D 15 22BN T, HERBAI ST
1 85% LI HEHLTHD. H1 RS54 > OH
R ES LTz,

HERRTHD 10 750 30 72N T, &
BREIR D S H RO ZHERIE O SF B R
T10%D&EHEIZH D /71 T4 > DHEELE
ZEE L7

BEHEEDORIFMEDHE CFIEEHE)

- SEVEHE (%)
_ e
OERE | sreawy | B s B i
(rpm) (min) | FZ>¥E> 0D ## (+7 ¥ 0D $E
5mg [JG)) 10mg [JGJ)
pH1.2 | 15 99.3 99.3 )
pH5.0 | 15 100.5 100.2 )
50 pH6.8 | 15 99.6 99.1 e
10 64.7 65.3
7K B
30 87.6 875




BHEHORIEMEDOHIE (ELDEHE)

_—— HE | ELOWEHE (%) SR - DE
oy | BtER | B 5
pm (i) B/ ME~ B E +15%#@ | +25%%#
pH12 | 15 98.0~101.0 0 1@ OfF | @&
., | PH50 | 15 99.1~101.6 0 1@ 0O | E&
pH6.8 | 15 97.7~101.1 0 1@ 0 | @&
K 30 86.3~88.9 0 1@ OfF | @&

B & EERBI OB HEBORSEMEZHE L2 L 25, WTNOFEBRFIEWTE B8
MR RO BETREA O EMLNEENSARA 1 BT 1 ] OHEREITES L T\,
PIEX D, mEANSENFRICEE & ARSI,

8. £MFHERERE
B2=19224%

9. HAIhDBERRE S DI ERE
Rikrvax 7574 —

10. HEIPOBHAEDDESE:
Wikzax b 757 1 —

11. A
B=10244%

12. IBRAT DO D H DRAEY)

OBERT Y U EARFFREERY 0.24)
2-Methyl-10/H-thieno[2,3-b]1,5]benzodiazepin-4[5 H]-one

@778 Lk (FEXRREFRERFY 0.37)
(32)-1,3-Dihhydro-4-(4-methyl-1-piperazinyl)-3-(2-oxopropylidene)-2H-1,5-
benzodiazepin-2-one

®F A Z 7% Lk (HEXHRFEFREKY 0.46)
(12)-1-[4,5-Dihydro-2-(4-methyl-1-piperazinyl)-4-thioxo-3 /#-1,5-benzodiazepin-3-
ylidene]-2-propanone

@N-FF R ERMREFRFRERT 0.97)
2-Methyl-4-(methylpiperazin-1-yl)-10/-benzo| blthieno[2,3-¢][1,4]diazepine 4'-N-
oxide

13. FENMERASS - IMERENYFHRIEEESICRIT DIER
B=19224%



14.

ZDfth
ZHL2WN



V. BEICEIHIEH

1. WEEX(IEHR
i & RIE
MR E T 35T D BER K O S DIER D s
FUBMESA] AT ZF %) KREHEIHELESER CBo. IEH)

ot - DRICHHET BIER LOIEED §
FUBMIESA (O R75F V%) @SIESMILBER B0, B CEET 8 |

2. BERUHEE
A RIVE
WE. BAIZIEAZ P2 L TH~10mg %2 1 H 1 BROKSITEIOBGT 5, MHHEL L
T1HI1ME10mgROK5T 25, 2. Fhn. ERITXDBEEERT 5, 72720, 1 HEIZ 20mg
ZHBZ RN &,
BUBEEE (2 T DBRERDLE :
WE, RAIIEA TP L T10mg % 1 B 1 ERRORSITXIOBGT 5, L. Fhn. i
WIZX O EEERT 50, 1 HEIZ 20mg #EBA2W\WZ &,
RUBMERREEIC BT D D DIERDHE .
WBE. RAIIEA T P L Thmg # 1 H1 BROKSITLOFEBL. 20% 1 H1H
10mg ITEET 2, BB, WINHMERNICIRE T L L L. Fin. ERITCCEEERT 5
M, 1 HEL 20mg 222N &,
MEBEUEER (AT IF %) BEITHEIHLERER B, [EH) :
DR & DFFAICE VT, BE. BRAIKIEA TP L Tomg % 1 H 1 BROKST
%, 2B, BEORRBICIOEHEEET 50, 1 HEX 10mg ZBA W2 &,

#+Z Y $ 2.5mg/5mg/10mg [JG]
(1) WHEREZC 51 DEER KOS DEROSEDHS
BRER T 'S DEERHDSE L2 5E1id. AF OB SHFEOBETICONWTHE L, &8%
BREBELRVWESEET DL, [NEMEREEDOHRIEEIC ST 2BEATORANDE
A0 LA r  AVADNGRY A
(2) FIEMIEER] (AT S5F %) 505 BERER (B, B (CERT 258
D AFNE, BRIE LCa)VFIRATOA R, 5-HT, ZEARETIE, NK, S5ESTERS
AL TERAT 2. 55, AT 2IVFIATOA R, 5-HT, ZEGEFE,
NK, ZEEBHREORE - ARICOVWTIE. 82 0EADETRIE. BHOER |
EBECTDHIL,
2) JHAI L U THEMEEAI OB SHIICAR 2185 L. BAUEBEDSY 1 7 Vickld
2AFOBEHEIZ 6 Al TAERET D2 &,



| 45 > HE > OD # 2.5mg/5mg/10mg [JG]

(1) AFNF OFERN TERNICHIES 25 2 & A SIEROA (K2L) THIRMTETH S, O
FERGRE A2 & DURIIT & 0 SRR A BT 2RAITIZ AW 72, BRI ISR TR
ARG &,

(2) WBEREE 12 51T DEIERE U S DEROBEDHS
BRI O 5 DAERAHE U 7251013, AFIORSHEOESICOWTRET L, &HI1%
BRLBELRVWESEET 2L, BEREEDHEREEIC BT 2HAATOAAIDE
R O M 3T LT

(3) FIBMIEEH (AT TF %) 50 MR Eo. B (SR 54
D AFNG, FAE LCanFazTos R, 5-HT; SEEETE, NK, SEE-F RS

LHRALTEAYT 2, k¥, BHATZI)VFIATOA R, 5-HT, SEEBAE
NK, SEFBAESORE - FRICOVW T, &R OEHOBTFRIE. BFOWHH |
EBECTDHIL, §
2) FRI & U CHEMEEA ORSHICFA 215 U, BALPREOS YA 7 )Wzl |
LAFOBSHRIE 6 HEE TRERET DI L, |

3. ERFRAEIE
(D BERT—9INvr—
ZHUER L
(2) ERERZNE
ZUERLRL
(3) ERPRFEIBHER
ZUERRL
(4) ZFFAEIER
ZUERLRL
(5) 1RV BR
1) BEALILITRERNEER
BRI L
2) LbEEHER
ZHUERZL
3) R ER
ZHER L
4) BE - TRRERIEKER
FZHER L
(6) IBEAIER
1) ERANERE - HEEAMERER (GhIRER) - RSRFERERRGER (MIREERRIER)
FZEER L
2) EERFME UTERFEDABXISTEE U MR BRDBLE
BA=1924%



VI. EFEIEBICE I DIRE

1. EEZMICEAEHDILEMRIILESYEE
nNaRy R—=)b, VARY Ry, Y7 IIUERIE. VT, 7ol ya~xy VERE, 7T
FTECTIVEE, oo A88E. 775 —)b, Jarrv) ., saFer, N
YUY R &

2. E1B{ERA
(1) {EFRERMI - Rt
Dy Dav Dy 5-HToas 5-HToc v 5-HTe o Hy REFITIFIEEARE DL ZEERBIOETIE
Ramrd, v
(2) BRI DHERIE
ZEER L
(3) (ERRAIREGR - FmksE
FZHEER R L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

ZHER L
(2) =M ERERR]
BEMAE T
FE| 2 k5E BE5HE n | Tmax (hr)
*T o P X
$ 5mg [JG) 1 4% MERHOROKRS 20 3.9+1.1
(C %7 =2 )
FS P v BVC 5mg) 68 oy B [ JK CHRA 19 42+1.9
OD # 5mg [JG] RORS | ok UclRAE | 20 | 45+1.1

(Mean=S.D.)
(3) ERIRE1ER CHESR S NIcmPiEE
@y LN ERFEEE)
[(FRERROEYFRREEE T 1 N I1 VED—HLIEITONWT (FRk24F 2 A 29 H
REEEAFK 02295 105) ] 1T/,

#Z Y8 bmg [JGI 27

F 7Y bmg [JGl LEESFR, Jaxt—N—EicLD ZzhEFnl g (729
>eUT bmg) BEMASFICHEERORORS L CMRFRZEREZAE L. BoNk
EYERE/NT A —% (AUC. Cmax) 22\ T 90%SHEX ML IC THREHRNT 21T - 72 i 58,
log (0.80) ~log (1.25) D&MW TH D . HHIDEMZNFEZE DR S N7,

(ng/mL)

14 ¢

12
il
%f, 10 —o— #5VFYE5mg [JG)
Z gl —— EHBAH ($EA. Smg)
M _
7 ool Mean=®S.D., n=20
¥
E

2

0

| ‘ ‘ ‘ ‘

0 6 12 24 48 72 96
5B OB (hr)

< EWENREI ST R — 4 >

BIE/ S A—5 BERTA—F
AUCqg4 Cmax Tmax Ty
(ng-hr/mL) (ng/mL) (hr) (hr)
FI Py
% 5mg [JG 266.7+51.1 9.87+1.89 3.9+1.1 34.3£7.6
RHERLA
(%A, 5mg) 271.5%+49.3 10.68+£2.51 42+1.8 31.2+£3.6

(Mean=+S.D.,n=20)



MEFFRETONT AUC, Cmax FED/V7 X —F (3, HEREOBIR, (KROROEL - BEED
HBREM T L > CRR DU D D Do

<EFEMHEDHIERER>
AUC.g6 Cmax
2 WEIDTEIIBEDE log (0.9809) log (0.9335)
90%EFEXH] log (0.9353) ~log (1.0287) | log (0.8475) ~log (1.0281)

#+Z %> 0D # 5mg [JG] 28
1) 7K CHRFH
FZ P> 0D # bmg [JG) SEEERHFZ, 7 O0AF—N—ElIcLDZENEN 1§ (F
FUHE & LT hmE) BERABTICK 150mL &R BEEREO#%S L CImifEpk
BLAEEZRIEL, BoNFMEE/ X —¥% (AUC. Cmax) 2O\ T 90%EHEX
IR TRERTIRAT 21T - 72fER. log (0.80) ~log (1.25) D&EFANTH D, MHIDENF:
M RIS DERR S 72,

(ng/mL)
12

—o— 5 ¥ 0OD§E5Smg ]G
8t —e— (EMERIA| (DEMNAIESE. Smg)
Mean=®S.D.,n=19

P ANJAMCANN R P =
o

BEHOER (hr)
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#FZ Y 0D $E 2.5mg [JG] D7)V Eo—FRE#EROZEETER
14)BERY 2V v 7kttt #HHNER ;
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KEDOHRME | 8 USE IN SPECIFIC POPULATIONS

(2020 £ 4 H) * | 8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors
pregnancy outcomes in women exposed to atypical
antipsychotics, including ZYPREXA, during pregnancy.
Healthcare providers are encouraged to register patients by
contacting the National Pregnancy Registry for Atypical
Antipsychotics at 1-866-961-2388 or visit http://
womensmentalhealth.org/clinical-and-research-programs/
pregnancyregistry/.
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Risk Summary

Neonates exposed to antipsychotic drugs, including
ZYPREXA, during the third trimester are at risk for
extrapyramidal and/or withdrawal symptoms following
delivery (see Clinical Considerations). Overall available data
from published epidemiologic studies of pregnant women
exposed to olanzapine have not established a drug-
associated risk of major birth defects, miscarriage, or
adverse maternal or fetal outcomes (see Data). There are
risks to the mother associated with untreated schizophrenia
or bipolar I disorder and with exposure to antipsychotics,
including ZYPREXA, during pregnancy (see Clinical
Considerations). Olanzapine was not teratogenic when
administered orally to pregnant rats and rabbits at doses that
are 9- and 30-times the daily oral maximum recommended
human dose (MRHD), based on mg/m? body surface area,;
some fetal toxicities were observed at these doses (see Data).
The estimated background risk of major birth defects and
miscarriage for the indicated populations is unknown. All
pregnancies have a background risk of birth defects, loss, or
other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4%
and 15% to 20%, respectively.

Clinical Considerations

Disease-associated maternal and embryo/fetal risk

There is arisk to the mother from untreated schizophrenia or
bipolar I disorder, including increased risk of relapse,
hospitalization, and suicide. Schizophrenia and bipolar I
disorder are associated with increased adverse perinatal
outcomes, including preterm birth. It is not known if this is a
direct result of the illness or other comorbid factors.
Fetal/Neonatal adverse reactions

Extrapyramidal and/or withdrawal symptoms, including
agitation, hypertonia, hypotonia, tremor, somnolence,
respiratory distress, and feeding disorder have been
reported in neonates who were exposed to antipsychotic
drugs, including ZYPREXA, during the third trimester of
pregnancy. These symptoms have varied in severity.
Monitor neonates for extrapyramidal and/or withdrawal
symptoms and manage symptoms appropriately. Some
neonates recovered within hours or days without specific
treatment; others required prolonged hospitalization.
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Data

Human Data

Placental passage has been reported in published study
reports; however, the placental passage ratio was highly
variable ranging between 7% to 167% at birth following
exposure during pregnancy. The clinical relevance of this
finding is unknown.

Published data from observational studies, birth registries,
and case reports that have evaluated the use of atypical
antipsychotics during pregnancy do not establish an
increased risk of major birth defects. A retrospective cohort
study from a Medicaid database of 9258 women exposed to
antipsychotics during pregnancy did not indicate an overall
increased risk for major birth defects.

Animal Data

In oral reproduction studies in rats at doses up to 18 mg/kg/
day and in rabbits at doses up to 30 mg/kg/day (9 and 30
times the daily oral MRHD based on mg/m? body surface
area, respectively), no evidence of teratogenicity was
observed. In an oral rat teratology study, early resorptions
and increased numbers of nonviable fetuses were observed
at a dose of 18 mg/kg/day (9 times the daily oral MRHD
based on mg/m? body surface area), and gestation was
prolonged at 10 mg/kg/day (5 times the daily oral MRHD
based on mg/m? body surface area). In an oral rabbit
teratology study, fetal toxicity manifested as increased
resorptions and decreased fetal weight, occurred at a
maternally toxic dose of 30 mg/kg/day (30 times the daily
oral MRHD based on mg/m? body surface area).

8.2 Lactation

Risk Summary

Olanzapine is present in human milk. There are reports of
excess sedation, irritability, poor feeding and extrapyramidal
symptoms (tremors and abnormal muscle movements) in
infants exposed to olanzapine through breast milk (see
Clinical Considerations). There is no information on the
effects of olanzapine on milk production. The developmental
and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for ZYPREXA and any
potential adverse effects on the breastfed child from
ZYPREXA or from the mother’ s underlying condition.
Clinical Considerations

Infants exposed to ZYPREXA should be monitored for excess
sedation, irritability, poor feeding, and extrapyramidal
symptoms (tremors and abnormal muscle movements).

X 1 < https:.//www.accessdata.fda.gov/drugsatfda_docs/label/
2020/020592s074,021086s048,021253s0611bl.pdf > (2020/6/11 727 £ R)
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ADEC : Pregnancy Category
(An Australian categorisation of risk of drug use in C
pregnancy)

ZE | HEOBE

C : Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without
causing malformations. These effects may be reversible. Accompanying
texts should be consulted for further details.

< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2020/6/11 727 & R)
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(202054 A) = 8.4 Pediatric Use

The safety and effectiveness of oral ZYPREXA in
the treatment of schizophrenia and manic or mixed
episodes associated with bipolar I disorder were
established in short-term studies in adolescents
(ages 13 to 17 vyears). Use of ZYPREXA in
adolescents is supported by evidence from
adequate and well-controlled studies of ZYPREXA
in which 268 adolescents received ZYPREXA in a
range of 2.5 to 20 mg/day /see Clinical Studies (14.1,
14.2)] Recommended starting dose for adolescents
is lower than that for adults [see Dosage and
Administration (2.1, 2.2) Compared to patients
from adult clinical trials, adolescents were likely to
gain more weight, experience increased sedation,
and have greater increases in total cholesterol,
triglycerides, LDL cholesterol, prolactin and hepatic
aminotransferase levels [see Warnings and
Precautions (5.5, 5.15, 5.17) and Adverse Reactions
(6.1)] When deciding among the alternative
treatments available for adolescents, clinicians
should consider the increased potential (in
adolescents as compared with adults) for weight
gain and dyslipidemia. Clinicians should consider
the potential long-term risks when prescribing to
adolescents, and in many cases this may lead them
to consider prescribing other drugs first in
adolescents /see Indications and Usage (1.1, 1.2)].
Safety and effectiveness of olanzapine in children
<13 years of age have not been established /see
Patient Counseling Information (17)].

Safety and efficacy of ZYPREXA and fluoxetine in
combination in children and adolescents (10 to 17
years of age) have been established for the acute
treatment of depressive episodes associated with
bipolar I disorder.

Safety and effectiveness of ZYPREXA and
fluoxetine in combination in children <10 years of
age have not been established.

X1 : < https://www.accessdata.fda.gov/drugsatfda_docs/label/
2020/020592s5074,021086s048,021253s0611bl.pdf > (2020/6/11 77 £ X)




tH e SLEAE

HED SmPC 4. Clinical particulars
(20205 2 H) *2 4.2 Posology and method of administration
Special populations
Paediatric population
Olanzapine is not recommended for use in children
and adolescents below 18 years of age due to a lack
of data on safety and efficacy. A greater magnitude
of weight gain, lipid and prolactin alterations has
been reported in short-term studies of adolescent
patients than in studies of adult patients (see
sections 4.4, 4.8, 5.1 and 5.2).

% 2 . < https://www.medicines.org.uk/emc/product/3782/smpc > (2020/6/11
77 1R)
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